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=> d his 

(FILE 'HOME' ENTERED AT 21:37:18 ON 23 JAN 2003) 



FILE 'CAPLUS' ENTERED AT 21:37:27 ON 23 JAN 2003 
LI 10 S MGLUR5(P) (INHIBIT? OR ANTAGONIST?) AND (ANXIETY OR ANXIOUS? O 

FILE 1 REGISTRY 1 ENTERED AT 21:40:14 ON 23 JAN 2 003 
L2 STRUCTURE UPLOADED 

FILE 1 STNGUIDE 1 ENTERED AT 21:40:55 ON 23 JAN 2003 

FILE 'REGISTRY* ENTERED AT 21:42:48 ON 23 JAN 2003 
L3 STRUCTURE UPLOADED 

L4 2 S L3 SSS SAM 

L5 17 S L3 SSS FULL 

FILE 'CAPLUS' ENTERED AT 21:43:36 ON 23 JAN 2003 
L6 14 S L5 

L7 0 S L6 AND (INHIBIT? OR ANTAGONIST?) AND (ANXIETY OR ANXIOUS? OR 

L8 0 S L6 AND (ANXIETY OR ANXIOUS? OR ANXIOLY?) 

FILE 'STNGUIDE' ENTERED AT 21:45:33 ON 23 JAN 2003 

FILE 'REGISTRY' ENTERED AT 21:46:54 ON 23 JAN 2003 
L9 STRUCTURE UPLOADED 

L10 50 S L9 SSS SAM 

Lll 2061 S L9 SSS FULL 



FILE 'CAPLUS' ENTERED AT 21:47:23 ON 23 JAN 2003 

=> s 111 and (anxiety or anxious? or anxioly?) 
1052 Lll 
9325 ANXIETY 

3 95 ANXIOUS? 
7715 ANXIOLY? 

L12 19 Lll AND (ANXIETY OR ANXIOUS? OR ANXIOLY?) 

=> s 112 and mglur5(p) (antagonist? or inhibit?) 
460 MGLUR5 
189529 ANTAGONIST? 
1540801 INHIBIT? 

196 MGLUR5(P) (ANTAGONIST? OR INHIBIT?) 
L13 2 L12 AND MGLUR5(P) (ANTAGONIST? OR INHIBIT?) 
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=> s mglur5 (p) (inhibit? or antagonist?) and (anxiety or anxious? or anxioly?) 
• 460 MGLUR5 
1540801 INHIBIT? 
18 952 9 ANTAGONIST? 

196 MGLUR5(P) (INHIBIT? OR ANTAGONIST?) 
9325 ANXIETY 

3 95 ANXIOUS? 
7715 ANXIOLY? 

LI 10 MGLUR5(P) (INHIBIT? OR ANTAGONIST?) AND (ANXIETY OR ANXIOUS? OR 

ANXIOLY?) 

=> d 11 abs ibib kwic 1-10 
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AB 4-Aminopyrimidines I [Rl = (un) substituted alkenyl, alkynyl, cycloalkyl, 
heteroaryl, alkoxycarbonyl , alkenyloxycarbonyl , alkynyloxycarbonyl , 
cycloalkoxycarbonyl cycloalkylmethoxycarbonyl , heteroarylmethoxycarbonyl ; 
R # R4 = H, alkyl; R3 = (un) substituted aryl, heteroaryl, alkoxycarbonyl; n 
= 0-2] were prepd. for use in the prevention or treatment of 
mGluRS receptor mediated disorders. Thus, PhNhCH2CH2Cn was 
treated with PhCHO and the resulting acrylonitrile was cyclized with urea 
and treated with BrCH2C02Et to give I [Rl = C02Et, R2 , R4 = H, R3 = Ph, n 
= 1] which had glutamate antagonist IC50 on rat mGlu 5a 
receptors of 0.14 .mu.M. 
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AB 4-Aminopyrimidines I [Rl = (un) substituted alkenyl, alkynyl, cycloalkyl, 
heteroaryl , alkoxycarbonyl , alkenyloxycarbonyl , alkynyloxycarbonyl , 
cycloalkoxycarbonyl , cycloalkylmethoxycarbonyl , heteroarylmethoxycarbonyl / 
R, R4 = H, alkyl; R3 = (un) substituted aryl, heteroaryl, alkoxycarbonyl; n 
= 0-2] were prepd. for use in the prevention or treatment of 
mGluRS receptor mediated disorders. Thus, PhNhCH2CH2Cn was 
treated with PhCHO and the resulting acrylonitrile was cyclized with urea 
and treated with BrCH2C02Et to give I [Rl = C02Et, R2 , R4 = H, R3 = Ph, n 
= 1] which had glutamate antagonist IC50 on rat mGlu 5a 
receptors of 0.14 .mu.M. 

IT Analgesics 
Anxiety 
Anxiolytics 
Glutamate antagonists 
Human 
Pain 

(prepn. of 4 -aminopyrimidines for treatment of mGluRS 
receptor mediated disorders) 
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AB The title compds . [I; Rl, R2 = H, alkyl, halogen, OH, alkoxy; A = 
(un) substituted aryl, heteroaryl, etc.], useful for the manuf . of 
medicaments for the treatment or prevention of GluRS. receptor mediated 
disorders, such as acute and/or chronic neurol . disorders, were prepd. and 
formulated. Thus, reacting 2-amino-4-chloropyridine with 
3, 4-dimethylphenacyl bromide in EtOH afforded 69% 7-chloro-2- (3 , 4- 
dimethylphenyl) imidazo [1, 2-a]pyridine which showed IC50 of 0.1 .mu.M 
against mGluR 5a receptor binding. 
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OTHER SOURCE(S): MARPAT 137:384841 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
TI Preparation of imidazo [1 , 2 -a] pyridines as mGluRS 
antagonists 

ST imidazopyridine prepn metabotropic glutamate 5 receptor mGluRS 

antagonist analgesic 
IT Nervous system 

(Huntington's chorea, treatment of; prepn. of imidazo [1 , 2 -a] pyridines 

as mGluRS antagonists) 
IT Nervous system 

(amyotrophic lateral sclerosis, treatment of; prepn. of 

imidazo [1, 2 -a] pyridines as mGluRS antagonists) 
IT Mental disorder 

(cognitive, treatment of; prepn. of imidazo [1 , 2 -a] pyridines as 

mGluRS antagonists) 
IT Mental disorder 

(depression, treatment of; prepn. of imidazo [1, 2 -a] pyridines as 

mGluRS antagonists) 
IT Nervous system 

(disease, treatment of; prepn. of imidazo [1 , 2 -a] pyridines as 

mGluRS antagonists) 
IT Cognition 

(disorder, treatment of; prepn. of imidazo [1 , 2 -a] pyridines as 
mGluRS antagonists) 
IT Glutamate receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(metabotropic, mGluRS; prepn. of imidazo [1, 2 -a] pyridines as 
mGluRS antagonists) 
IT Analgesics" 

Ant i -Alzheimer ' s agents 
Ant i- ischemic agents 
Anticonvulsants 
Antiparkinsonian agents 
Antipsychotics 
Anxiolytics 
1 Cognition enhancers 
Human 

Nervous system agents 

(prepn. of imidazo [1, 2 -a] pyridines as mGluRS 
antagonists) 
IT Mental disorder 
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(psychosis, treatment of; prepn. of imidazo [1 , 2 -a] pyridines as 
mGluRS antagonists) 
IT Memory, biological 

(retention defect, treatment of; prepn. of imidazo [1 , 2 -a] pyridines as 
mGluRS antagonists) 
IT Mental disorder 

(senile psychosis, treatment of; prepn. of imidazo [1 , 2 -a] pyridines as 
mGluRS antagonists) 
IT Alzheimer's disease 
Anxiety 
Epilepsy 
Ischemia 

Multiple sclerosis 
Pain 

Parkinson's disease 
Schizophrenia 

(treatment of; prepn. of imidazo [1 , 2 -a] pyridines as mGluRS 
antagonists) 

IT 885-91-6P 34658-67-8P 65964-60-5P 88965-00-8P 100965-76-2P 

158959-20-7P 205655-15-8P 326018-20-6P 419557-33-8P 420832-11-7P 
475992-33-7P 475992-34-8P 475992-35-9P 475992-36-0P 475992-37-1P 
475992-38-2P 475992-39-3P 475992-40-6P 475992-41-7P 475992-42-8P 
475992-43-9P 475992-44-0P 475992-45-1P 475992-46-2P 475992-47-3P 
475992 -48 -4P 475992 -49 -5P 4 75 9 92 -50 -8P 475992- 51- 9P 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(prepn. of imidazo [1 , 2 -a] pyridines as mGluRS 
antagonists) 

IT 504-29-0, 2-Aminopyridine 695-34-1, 2 -Amino-4 -methylpyridine 1603-41-4 
1835-02-5, 3,4-Dimethoxyphenacyl bromide 1835-12-7 2003-10-3 
2227-64-7 2633-50-3, 3 , 4 -Dime thy Iphenacyl bromide 4629-54-3 
5000-65-7 102 01-73-7, 2 -Amino-4 -methoxypyridine 10531-42-7 
18523-22-3 19798-80-2, 2 -Amino-4 -chloropyridine . 23489-36-3 
26167-45-3 33252-32-3 39696-16-7 41011-01-2 51012-64-7 
53631-18-8 61858-38-6 122654-17-5 151427-19-9 435273-49-7 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(prepn. of imidazo [1 , 2 -a] pyridines as mGluRS 
antagonists) 

LI ANSWER 3 OF 10 CAPLUS COPYRIGHT 2 003 ACS 
GI 



H3C 




AB The invention provides compds . and pharmaceutical compns . that act as 
antagonists at metabotropic glutamate receptors, and that are 
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useful for treating neurol . diseases and disorders. Methods of prepg. the 
compds. also are disclosed. The compds. exhibit a high degree of potency 
and selectivity for individual metabotropic glutamate receptor subtypes, 
notably mGluRS . In particular, medical conditions assocd. with 
metabotropic glutamate receptors and therefore targeted by the invention 
compds. include stroke, head trauma, anoxic injury, ischemic injury, 
hypoglycemia, epilepsy, pain, migraine headaches, Parkinson's disease, 
senile dementia, Huntington's Chorea, and Alzheimer's disease. The 
invention provides methods of treating diseases assocd. with excitatory 
activation of an mGluR Group I receptor, and of inhibiting 
neuronal damage caused by excitatory activation of an mGluR Group I 
receptor, specifically wherein the mGluR Group I receptor is 
mGluRS. In one aspect of the invention, the antagonists 
may be represented by the general formula Arl-L-Ar2, wherein Arl is an 
optionally substituted heteroarom. moiety, and Ar2 is an optionally 
substituted benzene ring. The L moiety is a group that not only 
covalently binds to the Arl and Ar2 moieties, and which facilitates 
adoption of the correct spatial orientation of Arl and Ar2 , but also 
itself may interact with the protein, to effect receptor binding. In one 
embodiment of the invention, L is selected from the group consisting of 
-NH- -S-, -0-, -CO-, -C0NH-, - CONHCH2 - , -CH2C0NH-, -CNHNH-, -CNHNHCH2-, 
-C=N0CH2-! -CH2NHCH2 - , -CH2CH2NH-, -NHCH2C0- , -NHCH2CH0H- , -NHCNHNH- , 
-NHCONH-, cyclopentane, cyclopentadiene , furan, thiofuran, pyrrolidine, 
pyrrole, 2 -imidazoline, 3 -imidazoline , 4 -imidazoline, imidazole, 
pyrazoline, pyrazolidine, imidazolidine, oxazole, 2-oxazole, thiazole, 
isoxazole, isothiazole, 1H-1 , 2 , 4 -triazole, 1H-1 , 2 , 3 -triazole, 
1,2,4-oxathiazole, 1 , 3 , 4-oxathiazole, 1 , 4 , 2 -dioxazole, 1 , 4 , 2 -oxathiazole, 
1,2,4-oxadiazole, 1 , 2 , 4 -thiadiazole , 1, 2 , 5-oxadiazole, 1 , 2 , 5-thiadiazole, 
l' 3,4-oxadiazole, 1 , 3 , 4 -thiadiazole , lH-tetrazole, cyclohexane, 
piperidine, tetrahydropyridine, 1 , 4 -dihydropyridine, pyridine, benzene, 
tetrahydropyran, 3 , 4-dihydro-2H-pyran, 2H-pyran, 4H-pyran, 
tetrahydrothiopyran, 3 , 4-dihydro-2H-thiopyran, 2H-thiin, 4H-thiopyran, 
morpholine, thiomorpholine, piperazine, pyridazine, pyrimidine, pyrazine, 
1,2,4-triazine, 1, 2 , 3-triazine, 1 , 3 , 5-triazine, and 1 , 2 , 4 , 5- tetrazine . In 
another embodiment of the invention, Arl is selected from the group 
consisting of Ph, benzyl, naphthyl, fluorenyl, anthrenyl, indenyl, 
phenanthrenyl , and benzonaphthenyl , and Ar2 is selected from the group 
consisting of thiazoyl, furyl, pyranyl, 2H-pyrrolyl, thienyl, pyrroyl , 
imidazoyl, pyrazoyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazmyl, 
benzothiazole, benzimidazole, 3H-indolyl, indolyl, indazoyl , purinyl, 
quinolizinyl, isoquinolyl, quinolyl, phthalizinyl , naphthyridinyl , 
quinazolinyl, cinnolinyl, isothiazolyl , quinoxalinyl , indolizinyl, 
isoindolyl, benzothienyl , benzof uranyl , isobenzof uranyl , and chromenyl . 
Several hundred specific examples are individually prepd. and/or claimed. 
A variety of intermediates were also prepd. For instance, 
5-methylpyrid-2-ylamidoxime was prepd. from 2 -bromo-5-methylpyridine by 
Zn- and Pd-complex-mediated cyanation (56%) and reaction of the resulting 
nitrile with NH20H.HC1 (60%) . Cyclization of the amidoxime with 
3-cyanobenzoyl chloride ' (86%) gave invention compd. I. In a bioassay for 
mGluRS antagonism in primary astrocyte cultures from rats, the 
invention compds. had IC50 values in th range of 11 to 9140 nM. 
ACCESSION NUMBER: 2002:676015 CAPLUS 

DOCUMENT NUMBER: 137:201315 

TITLE : Heteropolycyclic compounds, particularly pyridyl- and 

phenyl -substituted 1 , 2 , 4 -oxadiazoles and analogs, and 
their use as metabotropic glutamate receptor 
antagonists for inhibiting neuronal damage 

INVENTOR (S) : Slassi, Abdelmalik; Van Wagenen, Bradford; Stormann, 
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AB The invention provides compds . and pharmaceutical compns . that act as 
antagonists at metabotropic glutamate receptors, and that are 
. useful for treating neurol . diseases and disorders. Methods of prepg. the 
compds. also are disclosed. The compds. exhibit a high degree of potency 
and selectivity for individual metabotropic glutamate receptor subtypes, 
notably mGluRS. In particular, medical conditions assocd.- with 
metabotropic glutamate receptors and therefore targeted by the invention 
compds. include stroke, head trauma, anoxic injury, ischemic injury, 
hypoglycemia, epilepsy, pain, migraine headaches, Parkinson's disease, 
senile dementia, Huntington's Chorea, and Alzheimer's disease. The 
invention provides methods of treating diseases assocd. with excitatory 
activation of an mGluR Group I receptor, and of inhibiting 
neuronal damage caused by excitatory activation of an mGluR Group I 
receptor, specifically wherein the mGluR Group I receptor is 
mGluRS. In one aspect of the invention, the antagonists 
may be represented by the general formula Arl-L-Ar2, wherein Arl is an 
optionally substituted heteroarom. moiety, and Ar2 is an optionally 
substituted benzene ring. The L moiety is a group that not only 
covalently binds to the Arl and Ar2 moieties, and which facilitates 
adoption of the correct spatial orientation of Arl and Ar2 , but also 
itself may interact with the protein, to effect receptor binding. In one 
embodiment of the invention, L is selected from the group consisting of 
-NH- , -S-, -0-, -CO-, -C0NH-, - CONHCH2 - , -CH2CONH-, - CNHNH - , - CNHNHCH2 - , 
-C=NOCH2-, -CH2NHCH2-, -CH2CH2NH- , -NHCH2CO-, -NHCH2CHOH- , -NHCNHNH- , 
-NHCONH-, cyclopentane, cyclopentadiene , furan, thiofuran, pyrrolidine, 
pyrrole, 2 -imidazoline , 3-imidazoline, 4 - imidazoline , imidazole, 
pyrazoline, pyrazolidine , imidazolidine , oxazole, 2-oxazole, thiazole, 
isoxazole, isothiazole, 1H-1 , 2 , 4-triazole, 1H-1 , 2 , 3 -triazole, 
1,2, 4-oxathiazole, 1, 3 , 4 -oxathiazole , 1,4, 2-dioxazole, 1,4, 2 -oxathiazole , 
1,2, 4-oxadiazole, 1,2, 4-thiadiazole, 1,2, 5-oxadiazole , 1,2, 5 - thiadiazole, 
1,3, 4-oxadiazole, 1,3, 4-thiadiazole, lH-tetrazole, cyclohexane, 
piper idine, tetrahydropyridine , 1 , 4-dihydropyridine, pyridine, benzene, 
tetrahydropyran, 3 , 4 -dihydro-2H-pyran, 2H-pyran, 4H-pyran, 
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tetrahydrothiopyran , 3,4 -dihydro- 2H- thiopyran , 2H- thi in , 4H- thiopyran , 
morpholine, thiomorpholine , piperazine, pyridazine, pyrimidine, pyrazine, 
1, 2, 4-triazine, 1 , 2 , 3-triazine, 1, 3 , 5-triazine, and 1 , 2 , 4 , 5-tetrazine . In 
another embodiment of the invention, Arl is selected from the group 
consisting of Ph, benzyl, naphthyl, fluorenyl, anthrenyl, indenyl, 
phenanthrenyl , and benzonaphthenyl , and Ar2 is selected from the group 
consisting of thiazoyl, furyl, pyranyl, 2H-pyrrolyl, thienyl, pyrroyl, 
imidazoyl , pyrazoyl , pyridyl , pyrazinyl , pyrimidinyl , pyridazinyl , 
benzothiazole , benz imidazole , 3H- indolyl , indolyl , indazoyl , purinyl , 
quinolizinyl, isoquinolyl, quinolyl, phthalizinyl , naphthyridinyl , 
' quinazolinyl , cinnolinyl , isothiazolyl , quinoxalinyl , indolizinyl , 
isoindolyl, benzothienyl , benzof uranyl , isobenzof uranyl , and chromenyl . 
Several hundred specific examples are individually prepd. and/or claimed. 
A variety of intermediates were also prepd. For instance, 
5-methylpyrid-2-ylamidoxime was prepd. from 2-bromo-5-methylpyridine by 
Zn- and Pd-complex-mediated cyanation (56%) and reaction of the resulting 
nitrile with NH20H.HC1 (60%) . Cyclization of the amidoxime with 
3-cyanobenzoyl chloride (86%) gave invention' compd. I. In a bioassay for 
mGluRS antagonism in primary astrocyte cultures from rats, the 
invention compds . had IC50 values in th range of 11 to 9140 nM. 

ST oxadiazole imidazole oxazole furan prepn mGluRS 

antagonist; heteropolycyclic phenylpyridyloxadiazole prepn 
metabotropic glutamate receptor antagonist neuroprotectant 

IT Glutamate receptors 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 
(metabotropic, mGluRS; prepn. of pyridyl- and 

phenyl -substituted oxadiazoles and analogs as metabotropic glutamate 

receptor antagonists for inhibiting neuronal 

damage) 
IT Analgesics 

Anti-Alzheimer ' s agents 
Anti- ischemic agents 
Ant i convul s ant s 
Antimigraine agents 
Antiparkinsonian agents 

Anxiolytics 
Glutamate antagonists 
Nervous system agents 
Psychotropics 

(prepn. of pyridyl- and phenyl -substituted oxadiazoles and analogs as 
metabotropic glutamate receptor antagonists for inhibiting neuronal 
damage ) 
IT . Alzheimer's disease 
Anxiety 
Epilepsy 
Hypoglycemia 
Hypoxia , animal 
Mental disorder 
Pain 

Parkinson ' s disease 

(treatment of; prepn. of pyridyl- and phenyl -substituted oxadiazoles 
and analogs as metabotropic glutamate receptor antagonists for 
inhibiting neuronal damage) 

LI ANSWER 4 OF 10 CAPLUS COPYRIGHT 2003 ACS 
AB The selective and systemically active antagonist for the 
metabotropic glutamate receptor subtype 5 (mGluRS) , 
2 -methyl -6 - (phenylethynyl) pyridine (MPEP) was shown to display 
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anxiolytic- like activity in a no. of unconditioned assays of 

stress and anxiety (elevated plus maze, shock probe burying, 

marble burying, social interaction, and stress -induced hyperthermia) in 

rodents. In this report, we extend these observations found using 

unconditioned models of anxiety to include three models of 

conditioned anxiety, comparing the activity of MPEP to the clin. 

used anxiolytics, diazepam, and buspirone. MPEP and diazepam, 

but not buspirone, showed anxiolytic- like activity in the 

fear-potentiated startle (FPS) model. In a conditioned ultrasonic 

vocalization (USV) procedure, MPEP, diazepam, and buspirone reduced 

vocalizations to a similar degree. In the modified Geller-Seif ter 

procedure, MPEP, diazepam, and buspirone displayed statistically 

significant anxiolytic- like activity, increasing the no. of 

punished responses. Thus, these findings confirm and extend previous 

reports that MPEP exhibits anxiolytic- like activity in rats, and 

suggests that development of mGluRS antagonists may 

provide a novel approach to treating anxiety disorders. 

ACCESSION NUMBER: 2002:512133 CAPLUS 

TITLE: Anxiolytic-like activity of the 

mGluRS antagonist MPEP. A comparison 
with diazepam and buspirone 

AUTHOR (S) : Brodkin, Jesse; Busse, Chris; Sukoff, Stacey J. ; 

Varney, Mark A. 

CORPORATE SOURCE: Merck Research Laboratories, San Diego, CA, 92121, USA 

SOURCE: Pharmacology, Biochemistry and Behavior (2002), 73(2), 

359-366 ^ : — 

CODEN: PBBHAU; ISSN: 0091-3057 
PUBLISHER: Elsevier Science Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i sh 

REFERENCE COUNT: 3 0 THERE ARE 3 0 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

TI Anxiolytic-like activity of the mGluRS 

antagonist MPEP. A comparison with diazepam and buspirone 

AB The selective and systemically active antagonist for the 
metabotropic glutamate receptor subtype 5 (mGluRS) , 
2 -methyl -6 - (phenylethynyl) pyridine (MPEP) was shown to display 
anxiolytic-like activity in a no. of unconditioned assays of 
stress and anxiety (elevated plus maze, shock probe burying, 
marble burying, social interaction, and stress-induced hyperthermia) in 
rodents. In this report, we extend these observations found using 
unconditioned models of anxiety to include three models of 
conditioned anxiety, comparing the activity of MPEP to the clin. 
used anxiolytics, diazepam, and buspirone. MPEP and diazepam, 
but not buspirone, showed anxiolytic-like activity in the 
fear-potentiated startle (FPS) model. In a conditioned ultrasonic 
vocalization (USV) procedure, MPEP, diazepam, and buspirone reduced 
vocalizations to a similar degree. In the modified Geller-Seif ter 
procedure, MPEP, diazepam, and buspirone displayed statistically 
significant anxiolytic-like activity, increasing the no. of 
punished responses. Thus, these findings confirm and extend previous 
reports that MPEP exhibits anxiolytic-like activity in rats, and 
suggests that development of mGluRS antagonists may 
provide a novel approach to treating anxiety disorders. 

LI ANSWER 5 OF 10 CAPLUS COPYRIGHT 2003 ACS 

AB Metabotropic glutamate receptors (mGluR) are a family of eight suptypes of 
G-protein coupled receptors. Recently, MPEP (2 -methyl- 6- 
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{ phenyl ethynyl) pyridine) was described as a subtype selective, potent 
mGluRS antagonist. In vitro, MPEP was shown to interact 
with an allosteric binding site located in the transmembrane domain, 
independently from the glutamate binding site located in the large 
N-terminal domain. In vivo, profiling of MPEP suggests a therapeutic 
potential for mGluRS antagonists in anxiety 

related disorders, inflammatory pain and drug dependence. MPEP was 
originally identified by chem. derivatization of two leads identified by 
high capacity screening at the human mGlu5 receptor, SIB-1757 
(6-methyl-2- (phenazo) pyridin-3 -ol ) and SIB-1893 ((E) -2 -methyl- 6- 
( phenyl ethenyl) pyridine) . Here, we describe the lead optimization process 
which led to the idendif ication of MPEP, as well as the SAR of this new 
class of antagonists. Examples will be given to illustrate the 
role of arom. substituents in the functional activity as well as in the 
binding affinity at the mGluS receptor. 
ACCESSION NUMBER: 2002:190271 CAPLUS 

TITLE: Structure activity relationships, receptor docking of 

phenylethynylpyridine derivatives, a series of 
selective non -competitive inhibitors of the mGluS 
receptor 

AUTHOR(S): Gasparini , Fabrizio 

CORPORATE SOURCE: Nervous System Research, Novartis Pharma AG, 4002 

Basle, Switz. 

SOURCE: Abstracts of Papers, 223rd ACS National Meeting, 

Orlando, FL, United States, April 7-11, 2002 (2002 ) , 
MEDI-152. American Chemical Society: Washington, D. 
C. 

CODEN: 6 9CKQP 

DOCUMENT TYPE: Conference; Meeting Abstract 

LANGUAGE : Engl i sh 

AB Metabotropic glutamate receptors (mGluR) are a family of eight suptypes of 
G-protein coupled receptors. Recently, MPEP (2-methyl-6- 
(phenylethynyl) pyridine) was described as a subtype selective, potent 
mGluRS antagonist. In vitro, MPEP was shown to interact 
with an allosteric binding site located in the transmembrane domain, 
independently from the glutamate binding site located in the large 
N-terminal domain. In vivo, profiling of MPEP suggests a therapeutic 
potential for mGluRS antagonists in anxiety 

related disorders, inflammatory pain and drug dependence. MPEP was 
originally identified by chem. derivatization of two leads identified by 
'high capacity screening at the human mGluS receptor, SIB-1757 
(6-methyl-2- (phenazo) pyridin-3 -ol) and SIB-1893 ( (E) -2 -methyl- 6 - 
(phenylethenyl) pyridine) . Here, we describe the lead optimization process 
which led to the idendif ication of MPEP, as well as the SAR of this new 
class of antagonists. Examples will be given to illustrate the 
role of arom. substituents in the functional activity as well as in the 
binding affinity at the mGlu5 receptor. 

LI ANSWER 6 OF 10 CAPLUS COPYRIGHT 2 003 ACS 

AB Glutamate receptors play an essential role in fear-related learning and 

memory. The present study was designed to assess the role of the group I 
metabotropic glutamate receptor (mGluR) subtype 5 in the acquisition and 
retrieval of conditioned fear in rats. The selective mGluRS 
antagonist 2 -methyl -6 - (phenylethynyl) -pyridine (MPEP) was applied 
systemically (0.0, 0.3, 3.0, 30.0 mg/kg per os) 60 min before the 
acquisition training and before the expression of conditioned fear, resp., 
in the fear-potentiated startle paradigm. MPEP dose- dependent ly blocked 
the acquisition of fear. This effect was not due to state-dependent 
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learning. MPEP also prevented the expression of fear at a dose of 3 0.0 
mg/kg. As a pos. control for these effects, the authors showed that the 
benzodiazepine anxiolytic compd. diazepam (1.25 mg/kg i.p.) also 
blocked acquisition and expression of fear potentiated startle. MPEP did 
not affect the baseline startle magnitude, short-term habituation of 
startle, sensitization of startle by footshocks or prepulse 
inhibition of startle. These data indicate a crucial role for 
mGluRS in the regulation of fear conditioning. In the highest 
dose MPEP might exert anxiolytic properties. 

ACCESSION NUMBER: 2001:502705 CAPLUS 

DOCUMENT NUMBER: 135:236855 

TITLE: The metabotropic glutamate receptor antagonist 

2 -methyl -6- (phenylethynyl ) -pyridine (MPEP) blocks fear 
conditioning in rats 

AUTHOR (S) : Schulz, B.; Fendt , M. ; Gasparini, F . ; Lingenhohl, K. ; 

Kuhn, R. ; Koch, M. 

CORPORATE SOURCE: Animal Physiology, University of Tubingen, Tubingen, 

Germany 

SOURCE: Neuropharmacology (2DSHl_^ 41(1) , 1-7 

CODEN: NEPHBW; ISSN: 0028-3908 
PUBLISHER: Elsevier Science Ltd. 

DOCUMENT TYPE: Journal 
LANGUAGE : Engl i sh 

REFERENCE COUNT: 35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AB Glutamate receptors play an essential role in fear-related learning and 

memory. The present study was designed to assess the role of the group I 
metabotropic glutamate receptor (mGluR) subtype 5 in the acquisition and 
retrieval of conditioned fear in rats. The selective mGluRS 
antagonist 2 -methyl -6- (phenylethynyl) -pyridine (MPEP) was applied 
systemically (0.0, 0.3, 3.0, 30.0 mg/kg per os) 60 min before the 
acquisition training and before the expression of conditioned fear, resp. , 
in the fear-potentiated startle paradigm. MPEP dose -dependent ly blocked 
the acquisition of fear. This effect was not due to state-dependent 
learning. MPEP also prevented the expression of fear at a dose of 3 0.0 
m g/^9- A s a pos. control for these effects, the authors showed that the 
benzodiazepine anxiolytic compd. diazepam (1.25 mg/kg i.p.) also 
blocked acquisition and expression of fear potentiated startle. MPEP did 
not affect the baseline startle magnitude, short-term habituation of 
startle, sensitization of startle by footshocks or prepulse 
inhibition of startle. These data indicate a crucial role for 
mGluRS in the regulation of fear conditioning. In the highest 
dose MPEP might exert anxiolytic properties. 

IT Anxiolytics 
Learning 

(metabotropic glutamate receptor antagonist 2 -methyl-6- (phenylethynyl) - 
pyridine MPEP blocks fear conditioning in rats) 
IT Glutamate receptors 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 

(metabotropic, mGluRS; metabotropic glutamate receptor 
antagonist 2 -methyl -6- (phenylethynyl) -pyridine MPEP blocks fear 
conditioning in rats) 

LI ANSWER 7 OF 10 CAPLUS COPYRIGHT 2 003 ACS 

AB A review, with 28 refs. Although multiple metabotropic glutamate (mglu) 
receptor subtypes were cloned in the early 1990s, progress in the 
characterization of these receptors has been slow because of difficulties 
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in obtaining subtype-selective ligands. However, in the past few years 
exciting progress has been made on the mgluS receptor subtype following 
the identification of selective non-amino-acid-like ligands that implicate 
the mglu5 receptor as a potentially important therapeutic target, 
particularly for the treatment of pain and anxiety. 

ACCESSION NUMBER: 2001:467137 CAPLUS 

DOCUMENT NUMBER: 135:221343 

TITLE: Novel allosteric antagonists shed light on mgluS 

receptors and CNS disorders 
AUTHOR (S) : Spooren, W. P. J. M . ; Gasparini , F.; Salt, T. E.; 

Kuhn, R. 

CORPORATE SOURCE: Nervous System Research, Novartis Pharma AG, Basel, 

CH-4002, Switz. 

SOURCE: Trends in Pharmacological Sciences (2001), 22(7), 

331-337 " 
CODEN: TPHSDY; ISSN: 0165-6147 

PUBLISHER: Elsevier Science Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE : English 

REFERENCE COUNT: 28 THERE ARE 28 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AB A review, with 28 refs. Although multiple metabotropic glutamate (mglu) 
receptor subtypes were cloned in the early 1990s, progress in the 
characterization of these receptors has been slow because of difficulties 
in obtaining subtype- selective ligands. However, in the past few years 
exciting progress has been made on the mgluS receptor subtype following 
the identification of selective non-amino-acid-like ligands that implicate 
the mgluS receptor as a potentially important therapeutic target, 
particularly for the treatment of pain and anxiety. 

IT Analgesics 

Anxiolytics 

(allosteric antagonists shed light on mGluS receptors and. CNS 

disorders) 
IT Glutamate antagonists 

(mGluRS; allosteric antagonists shed light on mGlu5 

receptors and CNS disorders) 
IT Glutamate receptors 

RL: BPR (Biological process) ; BSU (Biological study, unclassified) ; BIOL 
(Biological study) ; PROC (Process) 

(metabotropic, mGluRS; allosteric antagonists shed 

light on mGluS receptors and CNS disorders) 

LI ANSWER 8 OF 10 CAPLUS COPYRIGHT 2 003 ACS 

AB A review with 66 refs. is given. SIBIA and Novartis are investigating the 
use of excitatory amino acid agonists and antagonists for the 
metabotropic receptor and the ionotropic receptors AMPA and NMDA. 
Preliminary expts. indicate they may have potential in the treatment of 
epilepsy, stroke, anxiety, pain, and neurodegenerative disease. 
Methylphenylethynylpyridine (MPEP) is the lead compd. in the series. 
Other compds . in the series that arose from the collaboration were 
SIB-1893, and its equipotent analog, SIB-1757, both of which are 
subtype-selective, potent antagonists of mGluRS. 

Chem. derivation of SIB-1893 resulted in the discovery of MPEP, a 
selective, systemically active noncompetitive mGluRS 
antagonist. Studies using these agents have yielded data to 
support the involvement of mGluRS in inflammatory mech. 

hyperalgesia. MPEP is the most potent of these compds. with an IC50 value 
of 12 nM for inhibition of quisqualate- stimulated 
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. u ■ . iH(i . hvdrolvsis in recombinant human mGluR5a-expressing cells, 
phosphoinositide hydrolysis in re mGluRS( Qr 

MPEP exhibited no cross reac "™; Y " reC eDtors up to concns. of 

against representative NMDA, ^'^^^^M produced a 70% 
100 .mu.M. The compd., fdminiBtered orally 100 ««/Kg^ P model of 

reversal of mech. hyperalgesia m the Freund s complete j 
Inrlammatory pain. By Oct. 1999, instigations with SIB-1757 
SIB-1893 had been discontinued in favor of MPEP . 
ACCESSION NUMBER: 2000:903884 CAPLUS 

DOCUMENT NUMBER: j^^Lylethynylpyridine (MPEP) (Novartis) 

SSte-SOURCE: Sifxfkl^meTedicines Research Centre, Verona, . 

Curr^t'opinion in Investigational Drugs (PharmaPress 
S0URCE ' Ltd.) (2002U.K3), 355-359 

CODEN: COIDAZ 
oiTOTTqHFR- PharmaPress Ltd. 

DOCUMENT TYPE : Journal; General Review 

LANGUAGE : ^^THERE ARE 66 CITED REFERENCES AVAILABLE FOR THIS 

REFERENCE COUNT: 66 RECORD ALL C ITAT I ONS AVAILABLE IN THE RE FORMAT 

■i-i, fifi rpffl' is given SIBIA and Novartis are investigating the 
ab A review with 66 rets, is yxven. jx , f 

e ;*- = r-^vw amino acid aqonists and antagonists tor tne 

SIB-1893, and its equipotent analog, SIB 1 /b / , douii 

s^iTs^s^Sirss:^^ r to 

of 12 DM for inhibition of quisquslate-stimulated exDr .. slnc , cells, 

phospholipid, hydrolysis in ^^^S^^^ESTS ° 

100 .mu.M. The corned., f* 1 ?""™?. 0 ^^!""^^. adjuvant model of 

Sla^to^arn.^S 6 " 4? ~ -° «-»" ^ 

SIB-1893 had been discontinued m favor of mpef. 

" (B""gical study, unclassified) ; BIOL (Biological study) 

(SA^binding, antagonist; MPEP in treatment of epilepsy, stroke, 
anxiety, pain, and neurodegenerative disease) 
IT Analgesics 

Ant i- ischemic agents 
Anticonvulsants 

UpEP^n^reatment of epilepsy, stroke, anxiety, pain, and 

neurodegenerative disease) 

IT Glutamate antagonists . lpnQV stroke 

(NMDA antagonists; MPEP in treatment of epilepsy, stroke, 
anxiety, pain, and neurodegenerative disease) 

IT Glutamate receptors /Rininairal studv) 

RL: BSU (Biological study, unclassified); BIOL (Biological study; 
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IT 



LI 
AB 



neurodegenerative disease) (Biological 

< uses) , fflmt of epilepsy, stroke, anxiety, pain, and 

(MPEP in treatment ot epiie F y, 
neurodegenerative disease) 

£iven the high expression of mGlu5 rec P fcial ot 

it was decided to evaluate the anx 10 y atfcenuated the anxiety 
After an acute oral admniatration ^ established anxiety ed 
-dependent variable in a var y 3 0, and 100 ^ g freached 
test paradigms. In racs - ,.~~ t but none of these erret.Lt> 

T^oYTandTo ■ " " eU t a %uS.SS,"oTa»6 1 

WS) in ^ exevated plus test ^Hocial contact in the 

the marble burying test i/. sponta neous l° comoto ^ a S activity; no 

^ >een on horizontal activity. MPEP I , ■ activity in 

low risks for sedatl °^ 00 . 84 ^ 141 C APLUS 

Spooren, Will P. J- M. ; Y a ; B °^ rizio; Ro ux, Silvain; 
AUTHOR(S): y . h Rain er; Gaspanni , Fabrizio, 

«" «u RoaerD.; Gentsch, Conrad 

Porsolt, Roger l>. , wnvartis Pharma AG, Basel, 

Nervous System Research, Novartis 
CORPORATE SOURCE : Exper imental Therapeutics 

journal of Pharmacology and fcxpe 
SOURCE: (200QX. 295(3), 1267-1275 

^aHoSetyTor pS—osy and Kintal 
PUBLISHER: Therapeutics 

DOCUMENT TYPE: English „ ^-pp^cES AVAILABLE FOR THIS 

LANGUAGE: ^ 9 THERE ARE 28 CITED REF ERENCES AVA1 ^ 

REFERENCE COUNT: 28 RECORD . ALL CITATIONS AVAILABLE IN in 

E££y. selective and syste^icaUy active a„t, g oni 8 t 3 for t e 
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ST 
IT 



pendent variable in a variety^ ^ and 100 -g/g) « ffect8 re ached 
te9 ? paradigms; £ »^ eifte r test but none of th ^ ratiQ 

fopen/total arm ^^Ji, . '« well - ! SS a SS..°W (0.3 
fmgAg/ ^tbe'eSvatec |^«-. ^ ' ^ in . 

^ significantly J -^mice, ^ attenuated stress^.^ 
social exploration test- decreased the n 1( 0 . 1( i, 

hyperthermia 115 and 30 ™9 ^ 30 mg/kg ) . ^nallY ; ity in mice 

the marble burying test U- ontan eous l° c °J*„tical activity; no 

?0 and 100 mg/kg) «as t J . icantly reduced vertic was 
and only a dose of "° ^S^tivity . MPEP ( • activity in 

Effect was --^^eSne-induced (^^ J . Thus these 

ineffective on d- amp ". . fcion in rats (1, 3, or = ef f e cts and 
m ice and prepulse ^^^exhibits anxiolyt^-^e ^ 

findings i ndicat ^^n and psychotomimetic side 
anxiolytic 

Behavior antagonist 2 -methyl- b- effects with 

docomotor; ^^^fexhibits anxiolytic like ^ rodents ) 

( ^fsks for Nation and psychotomimetic side 

IT Anxiolytics 

psychotomimetics methyl-6- . effects with 

Y ( m0 luR5 antagonist 2 methy^ ib . ts a nxiolytxc-lrke ef . n rodents) 

(Phe«ylf ^iSit^atui psychotomimetic side 
low risks for sea* mioloqical study) 

IT Glutamate receptors unclass if ied) ; BIOL (Biolog 

effects with low risks ro 
rodents) 

tt Mental activity 2-methyl-6- effects with 

(sedation; -X^nHxhibits anxiolytic-Uke ef ^ rodents) 

(phenylethynyl)pyri^ psychotomimetic siae 

Sw risks for ^ e f 6 ^Pbenylethynyl) pyri^ne logical activity or 

IT 96206-92-7 Eluding toxicity) ; gC , THU 

RL: ADV (Adverse effect, } ^ (Biologica study, 
effector, except » ^ (Biological study*, 

(Therapeutic use; , 9 _ me thyl-6- . effects with 

ab The invention P r °™ S _ eatmen t of pain and anxiety, which 
the use of tnbxu achieved by inte 1 rece ptors. 
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IT inflammation m riuR5 metabotropic glutamate receptor 

(inflammatory pain; -^me ^ ^ ^ anxiety) 
antagonists tor tue 
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Biological transport 
Blood-brain barrier 
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glutamate receptor antagonists 



anxiety) ■f^\ 

IT S ut S fc %SSSS ) ' BSU , (Biological study ' 

biological study) ; me tabotropic glutamate 

(metabotropic. P er ^ h f treatment of pain and 
receptor antagonists for cne 

anxiety) 

IT Nerve, disease __ hic Dain; mG luR5 metabotropic glutamate 

(neuropathy, neuropathic pain of pain and 

receptor antagonists for the 
anxiety) 

IT Drug delivery ^sterns ic glut amate receptor 

(transdermal; mGluRS met ^ ^ ^ anxiety) 

antagonists tor uxic 



BIOL 



Delacroix 



09/821,416 



LI 



L2 



=> d his 

(FILE 1 HOME ' ENTERED AT 21:37:18 ON 23 JAN 2003) 

FILE ' ^^Q^g ' j4gLTO5^P)^I^^^^^^^^^^^^^^^^ (ANXIETY OR ANXIOUS? 

FILE 1 REGISTRY ' ENTERED AT 21:40:14 ON 23 JAN 2003 
STRUCTURE UPLOADED 

FILE 1 STNGUIDE 1 ENTERED AT 21:40:55 ON 23 JAN 2003 

FILE -REGISTRY' ENTERED AT 21:42:48 ON 23 JAN 2003 
STRUCTURE UPLOADED 
L4 2 S L3 SSS SAM 

L5 17 S L3 SSS FULL 

FILE -CAPLUS' ENTERED AT 21:43:36 ON 23 JAN 2003 
= > S 15 

L6 14 L5 

-> s 16 and (inhibit? or antagonist?) and (anxiety or anxious? or anxioly?) 

1540801 INHIBIT? 
18952 9 ANTAGONIST? 
932 5 ANXIETY 
395 ANXIOUS? 

771 0 if AN^INHIBIT? OR ANTAGONIST?) AND (ANXIETY OR ANXIOUS? OR 

ANXIOLY?) 

-> s 16 and (anxiety or anxious? or anxioly?) 
9325 ANXIETY 
3 95 ANXIOUS? 

771 o £f aSd Y? (anxiety or anxious? or anxioly?) ■ 
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L13 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2003 ACS 

AB A review with 66 refs. is given. SIBIA and Novartis are investigating the 
use of excitatory amino acid agonists and antagonists for the 
metabotropic receptor and the ionotropic receptors AM PA and NMDA. 
Preliminary expts. indicate they may have potential in the treatment of 
epilepsy, stroke, anxiety, pain, and neurodegenerative disease. 
Methylphenylethynylpyridine (MPEP) is the lead compd. in the series. 
Other compds. in the series that arose from the collaboration were 
SIB-1893, and its equipotent analog, SIB-1757, both of which are 
subtype-selective, potent antagonists of mGluRS. 

Chem. derivation of SIB-1893 resulted in the discovery of MPEP, a 
selective, systemically active noncompetitive mGluRS 
antagonist. Studies using these agents have yielded data to 
■support the involvement of mGluRS in inflammatory mech. 

hyperalgesia. MPEP is the most potent of these compds. with an IC50 value 
of 12 nM for inhibition of quisqualate-stimulated 

phosphoinositide hydrolysis in recombinant human mGluRSa-expressing cells. 
MPEP exhibited no cross -reactivity with mGluRl and other mGluRs, or 
against representative NMDA, AMPA, and kainate receptors up to concns . of 
100 .mu.M. The compd., administered orally (100 mg/kg) produced a 70% 
reversal of mech. hyperalgesia in the Freund's complete adjuvant model of 
inflammatory pain. By Oct. 1999, investigations with SIB-1757 and 
SIB-1893 had been discontinued in favor of MPEP. 
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AB A review with 66 refs. is given. SIBIA and Novartis are investigating the 
use of excitatory amino acid agonists and antagonists for the 
metabotropic receptor and the ionotropic receptors AMPA and NMDA. 
Preliminary expts. indicate they may have potential in the treatment of 
epilepsy, stroke, anxiety, pain, and neurodegenerative disease. 
Methylphenylethynylpyridine (MPEP) is the lead compd. in the series. 
Other compds. in the series that arose from the collaboration were 
SIB-1893, and its equipotent analog, SIB-1757, both of which are 
subtype-selective, potent antagonists of mGluRS. 

Chem. derivation of SIB-1893 resulted in the discovery of MPEP, a 
selective, systemically active noncompetitive mGluRS 
antagonist. Studies using these agents have yielded data to 
support the involvement of mGluRS in inflammatory mech. 

hyperalgesia. MPEP is the most potent of these compds. with an IC50 value 
of 12 nM for inhibition of quisqualate-stimulated 

phosphoinositide hydrolysis in recombinant human mGluRSa-expressing cells. 
MPEP exhibited no cross reactivity with mGluRl and other mGluRs, or. 
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anxiety, pain, and neurodegenerative disease) 
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neurodegenerative disease) 
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AB Recently, selective and systemically active antagonists for the 

metabotropic glutamate 5 receptor (mGluS) were discovered, and the most 
potent deriv. was found to be MPEP (2 -methyl-6 - (phenylethynyl) pyridine) . 
Given the high expression of mGlu5 receptors in limbic forebrain regions, 
it was decided to evaluate the anxiolytic potential of MPEP. 
After an acute oral administration, MPEP attenuated the anxiety 
-dependent variable in a variety of well established anxiety 
test paradigms. In rats, MPEP (10, 30, and 100 mg/kg) increased punished 
responses in the Geller-Seif ter test, but none of these effects reached 
statistical significance. MPEP significantly increased the ratio 
(open/total arm entries; 0.1, 1, and 10 mg/kg), the no. of open arm 
entries (0.1, 1, and 10 mg/kg), as well as time spent on open arm (0.1 and 
1 mg/kg) in the elevated plus maze test. Furthermore, MPEP (0.3 and 1 
mg/kg) significantly increased the time spent in social contact in the 
social exploration test. In mice, MPEP attenuated stress-induced 
hyperthermia (15 and 3 0 mg/kg) and decreased the no. of buried marbles in 
the marble burying test (7.5 and 30 mg/kg). Finally, MPEP (0.01, 0.1, 1, 
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10, and 100 mg/kg) was tested on spontaneous locomotor activity in mice, 
and only a dose of 100 mg/kg significantly reduced vertical activity; no 
effect was seen on horizontal activity. MPEP (7.5, 15, and 30 mg/kg) was 
ineffective on d- amphetamine -induced (2.5 mg/kg) locomotor activity in 
mice and prepulse inhibition in rats (1, 3, or 10 mg/kg) . Thus, these 
findings indicate that MPEP exhibits anxiolytic- like effects and 
low risks for sedation and psychotomimetic side-effects in rodents. 
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Anxiolytic-like effects of the prototypical metabotropic 
glutamate receptor 5 antagonist 2 -methyl-6 - (phenylethynyl) pyridine in 
rodents 

be MPEP (2 -methyl-6- (phenylethynyl) pyridine) . Given the high 
expression of mGlu5 receptors in limbic forebrain regions, it was decided 
to evaluate the anxiolytic potential of MPEP. After an acute 
oral administration, MPEP attenuated the anxiety -dependent 
variable in a variety of well established anxiety test 
paradigms. In rats, MPEP (10, 30, and 100 mg/kg) increased punished 
responses in the Geller-Seif ter test, but none of. . . activity in mice 
and prepulse inhibition in rats (1, 3, or 10 mg/kg) . Thus, these findings 
indicate that MPEP exhibits anxiolytic-like effects and low 
risks for sedation and psychotomimetic side-effects in rodents, 
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IT 96206-92-7, 2 -Methyl - 6 - ( phenyl ethynyl ) pyridine 

RL: ADV (Adverse effect, including toxicity) ; BAC (Biological activity or 
effector, except adverse) ; BSU (Biological study, unclassified) ; THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(mGluRS antagonist 2 -methyl- 6- 

(phenylethynyl) pyridine exhibits anxiolytic-like effects with 
low risks for sedation and psychotomimetic side-effects in rodents) 
IT 96206-92-7, 2-Methyl-6- (phenylethynyl) pyridine 

RL: ADV (Adverse effect, including toxicity) ; BAC (Biological activity or 
effector, except adverse) ; BSU (Biological study, unclassified) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(mGluRS antagonist 2-methyl-6- 

( phenylethynyl) pyridine exhibits anxiolytic-like effects with 
low risks for sedation and psychotomimetic side-effects in rodents) 
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